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The Presence of Serum TgAb Suggests Lower Risks for Glucose and Lipid Metabolic Disorders in Euthyroid General Population From a National Survey
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Purpose: The expressions of antibodies against thyroid peroxidase (TPOAb) and thyroglobulin (TgAb) are very common in the sera of patients with autoimmune thyroid diseases (AITD). The relationship between thyroid autoantibodies and the occurrence of glucose and lipid metabolic disorders remains unclear. This study was performed to investigate the correlation between the presence of serum TPOAb/TgAb and those metabolic disorders in euthyroid general population.

Methods: The data of this study were derived from the Thyroid Disease, Iodine status, and Diabetes National epidemiological (TIDE) survey from all 31 provinces of mainland China. A total of 17,964 euthyroid subjects including 5,802 males (4,000 with TPOAb−TgAb− and 1,802 with TPOAb+/TgAb+) and 12,162 females (8,000 with TPOAb−TgAb− and 4,162 with TPOAb+/TgAb+) were enrolled in this study. The blood glucose and lipid levels were compared between individuals with TPOAb−TgAb− and those with TPOAb+TgAb−, TPOAb−TgAb+, TPOAb+TgAb+.

Results: Both fasting blood glucose (FBG) concentration and the proportion of individuals with impaired FBG (IFG) showed the decreased trends in TPOAb−TgAb+ males as compared with TPOAb−TgAb− men. There were significantly lower FBG and higher HDL-C levels as well as tendencies toward decreased incidences of IGT and hypertriglyceridemia in TPOAb−TgAb+ females when compared with TPOAb−TgAb− women. Binary logistic regression analysis further showed that serum TgAb single positivity in males was an independent protective factor for IFG with an OR of 0.691 (95% CI, 0.503–0.949). For females, serum TgAb single positivity was an independent protective factor for hypertriglyceridemia with an OR of 0.859 (95% CI, 0.748–0.987). Trend test showed that with the increase of serum TgAb level, there were significant decreases in the prevalence of IFG among the men with TSH ≤ 2.5 mIU/L and that of hypertriglyceridemia in the women, especially among non-obese females.

Conclusion: Serum TgAb single positivity may imply a reduced risk of IFG in euthyroid men and that of hypertriglyceridemia in euthyroid women. The mechanisms for the independent protective roles of TgAb await further investigation.
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INTRODUCTION

Autoantibodies against thyroid peroxidase (TPOAb) and thyroglobulin (TgAb) are commonly found in the sera of patients with autoimmune thyroid diseases (AITD), and may contribute to the abnormal thyroid functions (1). Our surveys in 1999 and 2011 have shown that the positive rate of TPOAb in the general population was 9.81 and 11.5%, and that of TgAb was 9.09 and 12.6%, respectively (2, 3). It has been found that these thyroid autoantibodies may not only affect the thyroid tissue, but also directly act on some other organs and cause extra-thyroidal damages, such as nephropathy (4), and encephalopathy (5). However, there is a lack of investigations about the direct effects of those autoantibodies on glucose and lipid metabolisms, and the few findings are inconsistent. Chen et al. showed that the presence of thyroid autoimmunity increased the risk of metabolic disorders (6), while Agbaht et al. found that the serum TPOAb level was not associated with the occurrence of metabolic syndrome in obese people (7). Furthermore, one study from Portugal has shown that serum TPOAb positivity may be a protective factor for metabolic syndrome and hypertriglyceridemia (8). Those previous studies did neither exclude subjects with thyroid dysfunctions nor completely discriminate the individual roles of TPOAb and TgAb. It is well-known that both hyperthyroidism and hypothyroidism can directly result in glucose and lipid disorders. Thus, the current study has been designed to analyze the respective relationships of TPOAb and TgAb with the occurrence of glucose and lipid metabolic disorders in euthyroid population.

Our group has led a cross-sectional Thyroid Disease, Iodine Status, and Diabetes National Epidemiological Survey (TIDE), which was conducted nationwide in mainland China during 2015–2017, under the support of Chinese Society of Endocrinology (CSE), and Chinese Thyroid Association (CTA). This national survey investigated the iodine nutrition status and the prevalence of thyroid disorders and diabetes, as well as the relationships between them in China. We systematically analyzed the associations between serum TPOAb and TgAb expressions and the prevalence of glucose and lipid metabolic disorders in a random sample that is representative of the general population with normal thyroid functions. The sample size was larger than all previously published reports which had focused on the above issues. It also covered more representative Chinese population from the 31 provinces of mainland China.



MATERIALS AND METHODS


Study Participants

In the TIDE program, a multi-stage, cluster-based, and stratified random sampling method was adopted to enroll nationally representative general population aged 18 years and above, and the program covered all 31 provinces of mainland China. One city and one village were selected from each province. An urban district from each city and a rural township from each village were then randomly selected. Finally, two residential communities were randomly selected from each urban district or rural township. The inclusion criteria for the participants from the total 124 communities were as followed: (1) aged 18 years and above; (2) living in the selected community for at least 5 years; (3) not receiving iodine-containing drugs or contrast agents in the past 3 months; and (4) not pregnant (for women). The research protocol was approved by the Ethics Committee of the China Medical University. After detailed explanation of the study protocol, all participants signed the informed consent.

A total of 80,937 individuals participated in the TIDE program. Among them, 23,712 participants were excluded from the current study due to missing information about thyroid stimulating hormone (TSH), TPOAb, TgAb, metabolic parameters, or questionnaire information. Participants with abnormal TSH and personal history of thyroid diseases were also excluded. Finally, a total of 57,225 subjects remained. All those subjects with positive expressions of serum thyroid autoantibodies were enrolled in this current study (TPOAb+ and/or TgAb+, 1,802 males, and 4,162 females), and were assigned into three groups based on their differential expression: (1) TPOAb single positive group (TPOAb+TgAb−) (2), TgAb single positive group (TPOAb−TgAb+), and (3) TPOAb and TgAb double positive group (TPOAb+TgAb+). Based on the age-related ratio of the antibody-positive group (TPOAb+ and/or TgAb+), 1:2 random sampling after stratification by age and gender was performed from the antibody-double negative (TPOAb−TgAb−) individuals using SPSS software, and 4,000 males and 8,000 females were enrolled into the TPOAb−TgAb− group in the current study. Finally, a total of 17,964 subjects were included in this study (Figure 1).
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FIGURE 1. Flowchart of the inclusion and exclusion of participants in this study.




Data Collection

To ensure the validity of the data and establish a high-quality control system, all investigators were trained on research programs and standard operating procedures before the start of the project, and were assessed through on-site simulation. Only those who passed the assessment participated in collecting data. Unified quality control was accepted during the investigation. All the questionnaires were administered by trained interviewers, and they were reviewed and kept by dedicated personnel on a daily basis, and errors were corrected on time. The physical examinations were performed by fixed medical staff. All the instruments were regularly inspected and calibrated. Data were inputted by two independent persons, and errors were regularly checked.

The questionnaire included demographic characteristics, personal and family medical history of thyroid diseases, smoking status, family income, education level, and household salt consumption. Location of residence included urban and rural areas, and the educational level was divided into high school and below, and college and above. Physical examination included height (accurate to 0.1 cm), body weight (accurate to 0.1 kg), waist circumference (accurate to 0.1 cm), and body mass index (BMI) calculated by weight/height2 (kg/m2). The blood pressure was determined twice after the participant had rested for 10 min at an interval of 3–5 min, and the average level was recorded. Samples of fasting venous blood and spot urine were collected from all subjects. Those who had not been diagnosed with diabetes received an oral glucose tolerance test (OGTT).



Laboratory Tests and Thyroid Ultrasonography

After the survey was completed, all specimens collected were airlifted through a cold chain system to the institute of Endocrinology of China Medical University for centralized tests. Blood glucose (BG) was tested by the Hexokinase method (Au400 automatic analyzer, Olympus, Japan). Serum triglycerides (TG), total cholesterol (TC), low-density lipoprotein cholesterol (LDL-C), and high-density lipoprotein cholesterol (HDL-C) were determined by Mindray's kit and biochemical detector (BS-180, Mindray, Shenzhen, China). The glycated hemoglobin (HbA1c) assay was measured by Bio Rad reagents. Serum TSH, TPOAb, and TgAb levels were determined by the electrochemical luminescence immunoassay using the Cobas 601 analyzer (Roche Diagnostic, Switzerland). Urine iodine concentration (UIC) was examined using an inductively coupled plasma mass spectrometry (ICP-MS) (Agilent 7700x, Agilent Technologies, USA).

All participants underwent thyroid ultrasonography by qualified medical staffs using a portable instrument (LOGIQ 100 PRO, GE, Milwaukee, WI, USA with 7.5 MHz linear transducers).



Defining Variables and Diagnostic Criteria

The normal reference ranges of serum TSH, TPOAb and TgAb were 0.27–4.20 mIU/L, ≤ 34 IU/mL, and ≤ 115 IU/mL, respectively, as provided by the manufacturer (Roche Diagnostic, Switzerland). Euthyroidism was determined based on normal serum TSH level. Serum thyroxine concentration was detected only in those subjects with abnormal TSH levels, who all had been excluded from this current study. Abdominal obesity was defined as male waist circumference ≥ 90 cm and female ≥ 85 cm (9). Hypertension was defined as receiving antihypertensive treatment or the systolic pressure ≥ 140 mmHg and/or the diastolic pressure ≥ 90 mmHg as average of two measurements. Diabetes was defined as having been diagnosed with diabetes or fasting BG (FBG) ≥ 7.0 mmol/L and/or OGTT 2 h plasma glucose (2 hPG) ≥ 11.1 mmol/L and/or HbA1c ≥ 6.5%. In non-diabetic patients, impaired fasting glucose (IFG) was defined as 5.6 ≤ FBG <7.0 mmol/L and 2 hPG < 7.8 mmol/L, while impaired glucose tolerance (IGT) was defined as FBG < 7.0 mmol/L and 7.8 ≤ 2 hPG < 11.1 mmol/L. Pre-diabetes was defined as 5.6 ≤ FBG < 7.0 mmol/L or 7.8 ≤ 2hPG < 11.1 mmol/L or 5.7% ≤ HBA1c < 6.5% (10). In terms of dyslipidemia, hypertriglyceridemia was defined as TG ≥ 1.7 mmol/L, hypercholesterolemia as TC ≥ 5.2 mmol/L, hyper-low density lipoprotein cholesterolemia as LDL-C ≥ 3.4 mmol/L, and hypo-high density lipoprotein cholesterolemia as HDL –C < 1.0 mmol/L in men and < 1.3 mmol/L in women.



Statistical Analysis

Data are expressed as means ± standard deviation (SD), median (25–75th percentiles) or as numbers (percentages). Both statistical analyses and 1:2 random sampling were performed using IBM SPSS software, version 22.0 (IBM Corporation, Armonk, NY, USA). Analysis of variance (ANOVA) was adopted for comparisons between groups and the Bonferroni test was used for post-hoc analysis when continuous variables that conformed to the normal distribution were analyzed. Kruskal–Wallis test was used for comparison between groups and Mann–Whitney U-test was used for pairwise comparison when continuous variables that did not conform to the normal distribution were analyzed. Chi-square test was used for the comparison of those categorical variables between groups. The direct relationships between the positive expressions of thyroid autoantibodies and the prevalence of metabolic disorders were further analyzed through binary logistic regression, and reported as OR values (95% confidence interval, 95% CI). Correlation analysis of serum thyroid autoantibody titers and metabolic disorder prevalence was performed using a trend test. Statistical significance was considered when P < 0.05 or adjusted cutoff value due to the multiple comparisons in chi-square analysis.




RESULTS


General Features of the Subjects in This Study

After exclusion and random stratification sampling, a total of 17,964 euthyroid subjects were included in the study, including 5,802 men, and 12,162 women. They were divided into TPOAb−TgAb−, TPOAb+TgAb−, TPOAb−TgAb+, and TPOAb+TgAb+ groups (Tables 1, 2). Among the males, the proportion of subjects with college education and above was markedly lower in the TPOAb+TgAb− group than in the TPOAb−TgAb− group, and the proportion of smokers was also lower in the TPOAb−TgAb+ group. There was a higher ratio of family history of thyroid disease in the TPOAb+TgAb+ group than in the TPOAb−TgAb− group. Serum TSH level was higher in both TPOAb−TgAb+ and TPOAb+TgAb+ groups as compared with that of TPOAb−TgAb− group, although their TSH levels were all under the normal range. The prevalence of goiter was significantly higher in both male and female TPOAb+TgAb+ patients than in TPOAb−TgAb− subjects. The proportion of thyroid nodule patients in TPOAb−TgAb+ males was also markedly increased as compared with that of TPOAb−TgAb− subjects.


Table 1. Characteristics of male subjects with differential expressions of serum TPOAb and TgAb.
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Table 2. Characteristics of female subjects with differential expressions of serum TPOAb and TgAb.
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Among the female subjects, both the average age of the TPOAb+TgAb− group and the proportion of menopausal women were significantly higher as compared with those of the TPOAb−TgAb− group. The percentage of females with college education and above was pronouncedly lower in the TPOAb+TgAb− group, and the proportion of Han people was significantly higher in the TPOAb+TgAb+ group than in the TPOAb−TgAb− group. There was a higher ratio of family history of thyroid diseases in both TPOAb+TgAb− and TPOAb+TgAb+ groups. Serum TSH level was markedly higher in TPOAb+TgAb−, TPOAb−TgAb+, and TPOAb+TgAb+ groups, although their serum TSH concentrations were all under the normal range. The iodine nutritional status of the TPOAb+TgAb− group was different from that of the TPOAb−TgAb− group. The proportion of the subjects with UIC > 200 μg/L (i.e., more than adequate and excess iodine intake) was significantly lower in the former group (P < 0.01).



Association of Glucose and Lipid Levels to the Positivity of Thyroid Autoantibodies in the Serum

Both the actual blood levels of glucose and lipid and the incidence of related metabolic disorders (e.g., hyperglycemia and dyslipidemia) were analyzed based on the differential expression patterns of TPOAb and TgAb in the serum, and all the comparisons were made with that of the TPOAb−TgAb− group (Tables 1–3). Due to the multiple comparisons in chi-square analysis for statistical significance, the cutoff P-value was accordingly adjusted to 0.017 (0.05/3) rather than 0.05.


Table 3. Percentage of subjects with hyperglycemia and dyslipidemia among those with differential expressions of serum TPOAb and TgAb.
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Among the males, the incidence of IFG in the TPOAb−TgAb+ group showed a decreased trend (0.017 < P = 0.026 < 0.05) as compared with that of TPOAb−TgAb− group. Among the females, the incidence of hypercholesterolemia exhibited an increased tendency in the TPOAb+TgAb− group (0.017 < P = 0.03 < 0.05). There were significantly lower FBG (P < 0.05) and higher HDL-C levels (P < 0.05) as well as tendencies toward decreased incidences of IGT (0.017 < P = 0.038 < 0.05) and hypertriglyceridemia (0.017 < P = 0.047 < 0.05) in the TPOAb−TgAb+ group. Those P-values between 0.017 and 0.05 suggested no statistical significance.



Confirmation of Independent Effects of Thyroid Autoantibodies Through Binary Logistic Regression Analysis

To further investigate whether there were independent effects of thyroid autoantibodies on metabolic disorders related to glucose and lipids, a binary logistic regression analysis was performed. The TPOAb−TgAb− group was used as the reference. We calculated the OR value of the occurrence of hyperglycemia and dyslipidemia in TPOAb+TgAb−, TPOAb−TgAb+, and TPOAb+TgAb+ groups for both males and females. The confounding factors adjusted in Model 1–3 of binary logistic regression consisted of age, nationality, location, education level, family income, smoking, family history of thyroid diseases, menopausal status (only in females), UIC, BMI (not included for the analysis of central obesity), and TSH, respectively (Table 4).


Table 4. Odds ratio of hyperglycemia and dyslipidemia among the euthyroid population with differential expressions of serum TPOAb and TgAb.
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There were similar findings from Model 1, Model 2, and Model 3 analyses (Table 4), which indicated that TgAb single positivity was an independent protective factor associated with lower risk of IFG in males [OR (95% CI) in Model 1: 0.708 (0.521–0.962); Model 2: 0.697 (0.508–0.955); Model 3: 0.691 (0.503–0.949)]. After further adjustment by UIC, BMI, TSH, thyroid nodule and goiter besides age, nationality, location, education level, family income, smoking, family history of thyroid diseases, menopausal status in Model 3, TgAb single positivity was shown to be an independent protective factor related to lower risk of hypertriglyceridemia in females [OR (95% CI) in Model 3: 0.859 (0.748–0.987)] (Table 4). The relationship between TgAb single positivity and IFG or hypertriglyceridemia was not dependent on serum TSH level, although the latter was slightly higher in the TPOAb−TgAb+ group than in the TPOAb−TgAb− group.



The Relationship Between the Prevalence of IFG and Hypertriglyceridemia and Serum TgAb Level

The associations between serum TgAb level and the proportions of those people with IFG and hypertriglyceridemia were further investigated. They were also conducted after stratification by either serum TSH concentration (≤ 2.50 and > 2.50 mIU/L) or BMI (< 28.0 and ≥ 28.0 kg/m2) since thyroid functions are well-known to have important effects on the metabolism of glucose and lipids, and consequentially, obesity. Per NCAB recommendation, the upper normal limit of serum TSH is 2.50 mIU/L (11). The cutoff value for the diagnosis of obesity in Chinese adults is 28.0 kg/m2 (12). The lower detection limit of TgAb was 10.0 IU/mL as provided by the manufacturer. In the TgAb+ males and females, average serum TgAb level was 297.0 (187.0–465.9) and 315.1 (198.9–466.5) IU/mL, respectively. Serum TgAb was divided into 4 levels (≤ 40.0, 40.0–115.0, 115.0–350.0, > 350.0 IU/mL) for a trend test of concentration-dependence.

As shown in Figure 2, there was a significant decrease (14.0, 15.2, 10.7, 9.6%; P for trend = 0.024) in the prevalence of IFG with the rise of serum TgAb level in euthyroid men with TSH ≤ 2.5 mIU/L. However, its reduction was not statistically significant in males with TSH > 2.5 mIU/L regardless of BMI (Figure 2). In addition, the proportion of hypertriglyceridemia patients was markedly decreased (21.3, 20.3, 20.4, 18.5%; P for trend = 0.033) with the rise of serum TgAb level in the non-obese women (BMI < 28.0 kg/m2, Figure 3). It did not show a statistically significant change when female BMI was ≥ 28 kg/m2 (obese) or only stratified by serum TSH (Figure 3). Consistent with the results from logistic regression analysis, the findings above further suggest a potential, titer-dependent and independent role of TgAb in lowering the incidence of male IFG and female hypertriglyceridemia.


[image: Figure 2]
FIGURE 2. Serum TgAb level and the percentage of subjects with IFG in men (A) Serum TgAb level and the percentage of subjects with IFG in all males. P for trend = 0.162 (B) Serum TgAb level and the percentage of subjects with IFG in males after stratified by TSH. TSH ≤ 2.5 mIU/L, *P for trend = 0.024; TSH > 2.50 mIU/L, P for trend = 0.548 (C) Serum TgAb level and the percentage of subjects with IFG in males after stratified by BMI. BMI < 28.0 kg/m2, P for trend = 0.109; BMI ≥ 28.0 kg/m2, P for trend = 0.962.
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FIGURE 3. Serum TgAb level and the percentage of subjects with hypertriglyceridemia in women (A) Serum TgAb level and the percentage of subjects with hypertriglyceridemia (high TG) in all females. *P for trend = 0.04 (B) Serum TgAb level and the percentage of subjects with high TG in females after stratified by TSH. TSH ≤ 2.5 mIU/L, P for trend = 0.095; TSH > 2.50 mIU/L, P for trend = 0.101 (C) Serum TgAb level and the percentage of subjects with high TG in females after stratified by BMI. BMI < 28.0 kg/m2, *P for trend = 0.033; BMI ≥ 28.0 kg/m2, P for trend = 0.569.





DISCUSSION

The presence of thyroid autoantibodies in the serum usually indicates the occurrence of thyroid autoimmune responses, which may result in abnormal thyroid functions (1). Our previous studies have reported that the positive rates of TPOAb and TgAb in the serum were as high as 11.5 and 12.6% in Chinese general population, respectively (3). The metabolic disorders related to glucose and lipid are the most common endocrine diseases. Many studies have focused on the effects of thyroid hormones on glucose and lipid metabolism (13). However, few studies have explored the relationship between the positivity of thyroid autoantibodies and those metabolic disorders; these studies have been summarized in Table 5 (6–8, 14–21). In a small sample study, TPOAb expression was not related to the presence of dyslipidemia in the sub-clinically hypothyroid subjects (21). Kang et al. found that the differences in serum lipid levels between TPOAb+ and TPOAb− subjects were dependent on serum TSH concentration (16). Both studies suggest that TSH may be one of the main confounding factors in the analysis of the influences of thyroid autoantibodies on lipid metabolism. A study of euthyroid Iranians showed that none of metabolic syndrome components was expressed in association with TPOAb positivity (17). However, none of the above studies had investigated serum TgAb. In Portuguese METabolic Syndrome study, the positivity of serum TPOAb was negatively correlated with hypertriglyceridemia (OR: 0.321, 95% CI: 0.124–0.836), and TgAb was not associated with the components of metabolic syndrome (8). However, stratification analysis by gender was not performed and subjects with thyroid dysfunctions were not excluded in that study, which might explain the difference between their findings and ours. Another investigation of euthyroid adults in East China recently reported that TPOAb and/or TgAb expressions were positively correlated with HbA1c, obesity and dyslipidemia, especially in females (6). In that survey, the individual roles of TPOAb and TgAb expressions were not investigated. In a recent meta-analysis of obesity and thyroid autoimmunity, obesity was correlated with positive serum TPOAb expression (RR = 1.93, 95% CI: 1.31–2.85), but not with TgAb (22). In that study, the subjects with thyroid dysfunctions were not excluded and the association of thyroid autoimmunity with either hyperglycemia or dyslipidemia was not investigated (22). Thus, there is not only a lack of consistent findings in the relationship between thyroid autoantibody expression and the occurrence of metabolic disorders, but also of the understanding of the respective roles of TPOAb and TgAb, which need to be further investigated.


Table 5. Summary of the studies related to TPOAb, TgAb, and metabolic disorders of glucose and lipids.
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Based on a large-scale cross-sectional survey, this study analyzed the relationship between the positivity of thyroid autoantibodies and the prevalence of metabolic disorders related to glucose and lipids. It showed that among the euthyroid population, TgAb single positivity was an independent protective factor associated with lower risks of IFG in males and of hypertriglyceridemia in females. Although there have been some related studies published (Table 5), none of them has addressed the above association after stratification by the expression patterns of thyroid autoantibodies as TPOAb+TgAb−, TPOAb−TgAb+, TPOAb+TgAb+, and TPOAb−TgAb−. We found that there were decreased trends in both FBG concentration and the proportion of individuals with IFG in TPOAb−TgAb+ males as compared with those of TPOAb−TgAb− males. There were significantly lower FBG and higher HDL-C levels as well as trends toward decreased incidences of IGT and hypertriglyceridemia in the TPOAb−TgAb+ females when compared with those of TPOAb−TgAb− females. Furthermore, binary logistic regression analysis showed that serum TgAb single positivity was an independent protective factor for IFG in males and for hypertriglyceridemia in females. Trend test showed that, with the increase of serum TgAb level, there were titer-dependent decreases in the prevalence of IFG among the euthyroid men (especially in those with TSH ≤ 2.5 mIU/L) and that of hypertriglyceridemia in euthyroid women (especially in non-obese women). These findings suggest the potential protective roles of TgAb are indeed independent of thyroid functions and body weight. The mechanisms related to these interesting phenomena await further investigation. In fact, the results from Liu et al. have shown that serum HDL-C level was elevated and serum TG and FBG were lower in non-obese AIT patients as compared with that of the thyroid-autoantibody-negative controls (14). However, they did not stratify by gender, and relatively less male AIT patients were included (n = 366), which may impact the findings.

Education, residence, annual household income, smoking, and BMI have been found with some effects on glucose and lipid metabolism (23–26). It has recently been reported that iodine intake status may also affect blood glucose and lipid levels (27). Furthermore, education level, iodine status, smoking, and obesity may affect the development of thyroid autoimmunity and the production of thyroid autoantibodies (22, 28–30). Therefore, we included all above factors into logistic regression as potentially confounding, and further analyzed whether thyroid autoantibodies were independently associated with metabolic disorders of glucose and lipid. Our results suggest that the positivity of TgAb alone in the serum may independently affect the glucose and lipid metabolism. Due to lack of related reports until now, possible mechanisms of how serum TgAb expression are associated with lower risk of male IFG and female hypertriglyceridemia are not understood. Carbonic anhydrase (CA) isozymes belong to a family of zinc-containing enzymes and are widely existent in mammals (31). A recent study has found that polymorphism of CA was related to serum TgAb level (32). When the activity of CA was decreased, the iodine uptake by the thyroid gland was increased, and this process was not affected by TSH (33). High levels of iodine in the thyroid gland can lead to an increase in Tg iodization, which may enhance the antigenicity of Tg and the production of TgAb (34). Additionally, low CA activity can reduce [image: image] production in the hepatocytes, which may result in decreased availability of gluconeogenesis substrate in the liver and subsequently decrease both hepatic glucose production and FPG (35). Thus, the above findings suggest that the negative correlation between serum TgAb positive expression and the occurrence of IFG may be due to potentially abnormal CA activity. Another mechanism may be involved in the production of anti-CA autoantibodies due to epitope mimics. CA consists of at least 15 isoforms located in the cytoplasm or on the membrane (36). It has been reported that autoantibodies against CA were present in the patients with some autoimmune diseases, such as autoimmune pancreatitis, rheumatoid arthritis, and systemic lupus erythematosus (37–39). In addition, anti-CA autoantibodies have been suggested to be capable of suppressing the total CA activity and influencing its normal physiological functions (40). Previous studies on the pathogenesis of autoimmune pancreatitis have found that Helicobacter pylori (H. pylori) infection can induce anti-CA autoantibody production due to the highly homologous structure between bacterial α-class carbonic anhydrase and human CA-II (37). H. pylori infection is also involved in the development of AITD (41). Specifically, TgAb was significantly more prevalent in infected AITD patients than in those without infections (42). It has been found that Tg shares putative conserved structure with H. pylori proteins, while TPO only exhibits a partial linear homology and thus has less potentials for epitope mimics (42). In China, the prevalence of people infected by H. pylori is 41.5–72.3% (43). Based on these findings, we hypothesize that H. pylori infection may induce the production of both TgAb and anti-CA autoantibodies at the same time due to molecular mimicry, while the latter may inhibit hepatic CA activities and lead to lowered FBG. However, these mechanisms need to be confirmed by a direct experimental study in the future.

It has been shown that only TgAb level is elevated in the serum at the early stage of AIT, and both TPOAb and TgAb levels are increased at the late stage. The sole expression of TgAb reflects an initial immune response and the production of TPOAb is due to late immune response (44). The development of AIT is accompanied by elevated production of some cytokines. It has been found that the serum levels of IFN-γ and IL-17 were significantly increased in the mice with experimental autoimmune thyroiditis (EAT), and both IFN-γ and IL-17 contributed to the production of TgAb (45). Another study has shown that the levels of blood glucose and triglycerides were significantly elevated when the concentration of serum IFN-γ was reduced in the mice with high-fat diet as compared with that of the control group (46). These results indicate that high level of serum IFN-γ might contribute to the decreases in blood glucose and triglyceride levels. However, according to a recent report, IL-17 appeared to have no effect on glucose and lipid metabolism (47). These studies suggest that the decrease in the prevalence of IFG and hypertriglyceridemia associated with elevated serum TgAb may also result from the increased IFN-γ secretion in the pathogenesis of AIT. Of course, serum TgAb positivity has also been found at low concentrations in about 4.2% of normal subjects and some non-AITD patients, which include those with non-toxic multinodular goiter, papillary thyroid carcinoma, and subacute thyroiditis (48–50). AITD patients may or may not present with goiter or nodules (30). In this study, participants with abnormal TSH and personal history of thyroid diseases (e.g., thyroid cancer) were excluded. All the enrolled subjects underwent thyroid ultrasonography, and no typical ultrasonic changes of subacute thyroiditis were found. The prevalence of goiter was indeed significantly higher in both male and female TPOAb+TgAb+ patients than in TPOAb−TgAb− subjects, and the proportion of thyroid nodule patients in TPOAb−TgAb+ males was also markedly increased. However, we did not focus on the associations between thyroid autoantibodies and thyroid goiter/nodules in this study, and both conditions had been adjusted as potential confounding factors in the logistic regression analysis, in which TgAb single positivity was still shown as an independent protective factor related to lower risks of IFG in males and of hypertriglyceridemia in females. In addition, these effects of TgAb exhibited titer-dependence, and it appeared to have more obvious protective roles at higher levels. The average TgAb level in the serum was obviously higher in the AITD patients than non-AITD ones (49). So, the findings above suggest autoimmunity-related mechanisms are more likely involved, which would be further explored using EAT model in our future work. Besides, the existence of serum IgG against Tg may not only enhance the clearance of circulatory Tg (51), but can also interfere with Tg detection using immunometric assays (52), which could not be solved by mass spectrometry-based Tg quantification (53). We have not measured serum Tg level in the current study, which is one of our limitations. However, to our knowledge, no direct evidence has been reported yet about the influence of Tg on the metabolism of glucose and lipids.

In addition, our results showed gender differences in the relationship between thyroid autoantibodies and glucose/lipid metabolism. We have found that serum TgAb single positivity seems to be an independent protective factor for IFG in males and for hypertriglyceridemia in females. In fact, previous studies have indicated that smoking is a risk factor for hypertriglyceridemia (26). It is likely that the protective effect of TgAb on hypertriglyceridemia was much weaker than the risk from smoking. Consequently, the protective effect of TgAb on hypertriglyceridemia was not apparent in men as shown in women since a higher proportion of smokers in the men was found than that of the women in our study. Epidemiological studies in China have found that the prevalence of diabetes in premenopausal women was significantly lower than that of men at the same age (54). Animal experiments have shown that estrogens can promote insulin secretion, reduce insulin resistance, and have a protective effect on diabetes (55). In this study, pre-menopausal women accounted for the majority (62.9%) in the females. We hypothesize that the protective effect of estrogens on female blood glucose may be stronger than that of TgAb, and the latter effect may not overtly appear in women.

The current study has been performed with large sample data from an epidemiological survey covering 31 provinces in China, and is more representative of the general Chinese population when compared with previous studies (Table 5). Most of the prior studies focused on TPOAb but not TgAb. However, the impacts of TPOAb and TgAb may be different according to the stratified analysis in this study. The limitation of this study is that it is a cross-sectional study, and the causal relationship cannot be confirmed. Additionally, there is a lack of basic experiments to investigate the mechanisms for the effects of thyroid autoantibodies on glucose and lipid metabolism. We have been establishing an EAT mouse model to study the related mechanisms of the interesting relationship between serum TgAb single positivity and the lowered risks of IFG in males and hypertriglyceridemia in females.



CONCLUSION

Serum TgAb single positivity may imply a reduced risk of IFG in euthyroid men and of hypertriglyceridemia in euthyroid women. The mechanisms related to these interesting phenomena await further investigation through basic research work.
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256 % 0.95"
49(3.6)"
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23714365
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6.46 +2.37
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472107
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Data are presented as the mean  stenderd deviation for continuous variables or as n (%) for categorical variables.
Age and TG are presented as medlan (Pys-Prs).

*P < 0.05 as compared with that of TPOAb~ TgAb™ group.

#p < adjusted cut-off value of P due to the multiple comparisons for statistical significance (0.05/3

017) in chi-square test.
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The current study

Subjects

281 females and 205 males
@ 218 years old

® with euthyroidism, hyperthyroidism or
hypothyroidism

® 5,134 females and 3,948 males from
East China

® >18 years old

® with euthyroidism

® 4,134 non-obese females and 1,474
non-obese males from Bejing Chao-Yang
Hospital

® averagely aged 45-46 years old

® with euthyroidism

® 178 females and 124 males with T2DM;
181 females and 129 males as controls
® 40-80 years old

® with euthyroidism, hyperthyroidism or
hypothyroidism

® 1,607 subjects (male: female 1:3.7)
®35-65 years old

® with euthyroidism

® 1,172 females and 1,531 males

@ 220 years old

® with euthyroidism

® 484 females and 64 males with obesity
®35-51 years old

® with euthyroidism or hypothyroidism

® 98 females and 14 males
@418+ 128 years old

® with euthyroidism due to levothyroxine
replacement therapy.

® 66 premenopausal females
® 17-50 years old
® with euthyroidism

® 334 females
@ premenopausal stage
® with euthyroidism or hypothyroidism

® 130 females and 58 males
@ 40 years old

® with subclinical hypothyroidism

® 12,162 females and 5,802 males from
31 provinces of mainland China

@ =18 years old

® with euthyroidism

Grouping for analysis

® grouping as TPOAb+,
TgAb-+, TPOAD+, and/or
TgAb+ (TPOAb-+/TgAD+),
both TPOAb-+, and TgAb+
(TPOAb+ TgAb+)

@ not stratified by gender
® grouping as
TPOAb-+/TgAb-+, both
TPOAb-, and

TgAb- (TPOAb-TgAb-)

@ stratified by gender

® grouping as
TPOAD+/Tghb+

and TPOAb-TgAb-

@ not stratified by gender

® grouping as
TPOAb+/TgAb+

and TPOAb-TgAb-

@ not stratified by gender

® grouping as TPOAb+ and
TPOAb- (TgAb not measured)
@ not stratified by gender

® grouping as TPOAb+ and
TPOAb- (TgAb not measured)
@ stratified by gender

@ grouping as obesity with
and without

metabolic syndrome

® TgAb not measured

® not stratified by gender

® grouping as TPOAD
negative (<80 IU/mi), positive
(80-1,000), highly

positive (>1,000)

@ TgAb not measured

® not stratified by gender.

® grouping as
TPOAD+/TgAb-+ and
TPOAD- TgAb-

@ no males included
@grouping as
TPOAD+/TgAb-+ and
TPOAD- TgAb-

@ no males included

@grouping as TPOAb+ and
TPOAb- (TgAb not measured)
@ not stratified by gender
®grouping as TPOAb-TgAb-,
TPOAD-+TgAb-, TPOAD-
TgAb+, TPOAb+ToAb+

@ stratified by gender

Findings

@ TPOAb positivty was negatively related to the prevalence of
metabolic syndrome and its TG component whie TgAb had no
association.

@ n logistic regression model, only age and sex were
adjusted.

@ TPOAb-+/TgAb-+ was related to an increased risk for central
obesity, hyperlipidemia, and metabolic syndrome in females,
but not in males.

@inlogistic regression model, age, smoking history, TSH, BMI,
and menopausal status in women were adjusted.

® linear regression showed that B was —0.021 between
TPOAb-+/TgAb-+ and FPG level (P = 0.055) in men while B
was 0032 between TPOAb+/TgAb+ and TG level (P =
0.052) in wormen.

@ blood TG and FBG levels were lower in TPOAD-+/TgAb+
group (P = 0.054 and 0.075, respectively).

@ serum TPOAb titer positively correlated with the levels of TC,
TG, HOMA-IR and hsCRP in non-obese individuals, but TgAb
titer did not.

® no regression analysis was performed between TPOAb
and lipids.

@ TPOAb-+/TgAb-+ in T2DM patients may be related to the
increased risk of hypercholesterolemia and poor glycemic
control.

@ in logistic regression model, age, sex and thyroid functions
were adjusted.

@ TPOAb positivity was associated with the increased levels
of blood TC, LDL-C and HDL-C, but not TG.

@ no regression analysis was performed.

®no differences were observedin HOMA-IR, blood lpids, BM,
BP, or FBG between TPOAb-+ and TPOAb- groups.

@ no regression analysis was performed.

@ serum TPOAD level was not correlated with the occurrence
of metabolic syndrome.

@ in regression model, age, sex, TSH, HOMA-IR, BMI, family
history, and smoking were adjusted.

@ those subjects with highly positive TPOAb may have higher
serum insulin and lower HDL-c levels when BMI at same.
@ no regression analysis was performed.

@ both serum TPOAD and TgAb levels positively correlated
with blood TC, LDL-G, and negatively correlated with HDL-C,
and serum TgAb was also positively associated with TG level,
@ no regression analysis was performed,

® serum TPOAb level postively comelated with TG
concentration and waist circumferences, and negatively
with HDL-G; serum TgAb also positively correlated with TG
and non-HDL-G concentrations.

@ no regression analysis was performed.

@TPOAD positivity may not be related to the increased blood
lipid levels in the patients with subclinical hypothyroidism.

@ no regression analysis was performed.

® serum TgAb single positivity may imply a reduced risk of IFG:
in men and of hypertriglyceridernia in women.

@ n logistic regression model, age, nationality, location,
education level, family income, smoking, family history of
thyroid diseases, menopausal status (in womer), urinary
iodine, BMI, TSH, thyroid nodule and goiter were all adjusted.
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Central obesity 1,719 (43.0) 329 (41.1) 213 (43.4) 222 (43.4)
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Data are presented as n (%).

2P = 0.026, °P = 0.038, °P = 0.047, °P = 0.03 as compared with that of TPOAb™=TgAb™ group, and none of them was less than the adjusted cutoff value of P due to the multiple
comparisons for statistical significance (0.05/3 = 0.017) in chi-square test.
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Model 2. Adjusted for age, location, nationalty, education level, femily income, smoking, family history of thyroid disease and menopausal status (only in females).
Model 3. Adjusted for age, location, nationalty, education level, family income, smoking, family history of thyroid disease, menopausal status (only in females), BMI (but not inciuded for central obesity in the regression mode]), TSH, UIC,
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